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DETAILED ACTION 

Claims 1-19 and 21 are pending in the application. Claim 20 was canceled in the 
amendment filed 3/26/08. Any objections and/or rejections from previous office actions 
that have not been reiterated in this office action are obviated. 

New Grounds of Rejection 
Response to Arguments 

1 . Applicant's arguments with respect to claims 1-19 and 21 have been considered 
but are moot in view of the new ground(s) of rejection. 

Claim Rejections - 35 USC § 103 

2. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

3. Claims 1-19 and 21 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Krone et al. (US 5,391,696) in view of Suzuki et al. (US 6,015,789) and in further 
view Ishino et al. (Chem. Pharm. Bull. 1992, 40, 3036-3041) and Maggi et al. 
(Biomaterials 2002, 23, 1 1 1 3-1 1 1 9). 

4. Krone et al. (US 5,391 ,696) teaches of a controlled release formulation (abstract) 
containing polytartrate polymer, such as (2',3'-(1 ',4'-diethyl)-L-tartyl poly-(2,3-0- 
isopropylidene)-L-tartrate), buserelin and pharmaceutical^ acceptable excipients 
(example 11; column 10, lines 57-58). The controlled release formulations may 
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comprise a mixed polytartrate-PEG polymer and other physiologically accepted 
auxiliaries (column 10, lines 36-45). Krone et al. does not disclose the process for the 
preparation of a polytartrate tablet or the GnRH agonist nafarelin. 

5. Suzuki et al. (US 6,015,789) discloses a controlled release pharmaceutical 
composition/tablet containing a GnRH agonist, such as buserelin or nafarelin, 
pharmacologically acceptable carrier, etc. for administration to a human being (column 
97, lines 63-66; claim 2; column 98, lines 17-20). 

6. Ishino et al. (Chem. Pharm. Bull. 1992, 40, 3036-3041 ) discloses pulsatile 
release tablet systems with a PEG shell where thickness and PEG content controlled T p 
and rate constant (p3036, paragraph 4; p3038, paragraph 3). The granulation method 
for preparation of tablets involves mixing the ingredients in powder form, pulverizing and 
passing granules through a sieve (p3037, granulation). 

7. Maggi et al. (Biomaterials 2002, 23, 1113-1119) discloses controlled release 
PEO tablets prepared via direct compression at compression forces of 10 and 30 kN 
(p1 114, column 2, paragraph 2). The compression force seems to have no influence on 
the dissolution behavior of the matrices (p1 1 1 5, column 2, paragraph 4) but the 
molecular weight of the polymer influenced the swelling behavior of the tablet and the 
overall release process (p1 117, last paragraph; p1 1 1 9, conclusion). 44 

8. It is respectfully pointed out that instant claims 1-1 1 and 13 are product-by- 
process limitations. Claim 1 recites, "tablet prepared with a tablet press using a 
compression force of from 10 to 65 kN/cm 2 " which is a product-by-process limitation as 
the instant claim is drawn to a pharmaceutical composition and not to a method of 
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making. The instant claims 2-1 1 and 13 depend on claim 1 . Even though product-by- 
process claims are limited by and defined by the process, determination of patentability 
is based on the product itself. The patentability of a product does not depend on its 
method of production. If the product in the product-by-process claim is the same as or 
obvious from a product of the prior art, the claim is unpatentable even though the prior 
product was made by a different process. In re Thorpe, 777 F.2d 695, 698, 227 USPQ 
964, 966 (Fed Cir. 1985). See MPEP 2113. 

9. At the time of the invention it would have been obvious to one ordinarily skilled in 
the art that the PEG containing controlled release tablet/formulation of Krone et al. may 
be pulsatile as Ishino et al. discloses a PEG containing pulsatile tablet formulation. One 
skilled in the art would have a reasonable expectation of success for substituting one 
equivalent GnRH agonist for another, such as buserelin for nafarelin. It is obvious to 
those skilled in the art to make known substitutions on compounds that are similar in 
structure and function to observe the effects on the function of such compounds and to 
use the observations/data to further manipulate a compound to generate the desired 
effect. The preparation and the compression of a PEG containing tablet at 10 or 30 kN 
are known in the art for controlled release formulations/pulsatile delivery systems and 
therefore it would be predictable to utilize these compression forces for the preparation 
of the PEG containing pulsatile tablet formulations of the combined disclosures above 
(comprising buserelin of nafarelin). 

Conclusion 

1 0. No claims are allowed at this time. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to MELISSA PERREIRA whose telephone number is 
(571)272-1354. The examiner can normally be reached on 9am-5pm M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mike Hartley can be reached on 571-272-0616. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Michael G. Hartley/ 

Supervisory Patent Examiner, Art Unit 1618 



/Melissa Perreira/ 
Examiner, Art Unit 1618 



